: Generation of mutant mice by CRISPR/Cas9 system. Ttc25 mutant mice were generated with the use of the clustered regularly interspersed short palindromic repeats (CRISPR)/Cas9 system. Two small guide RNAs (sgRNAs) designed to delete Ttc25 exons 2 and 3 were produced by in vitro transcription (IVT) with the use of a MEGA short script T7 kit (Ambion, AM1354) essentially as previously described. Capped synthetic mRNA for Cas9 was transcribed from the Cas9/pSP64T vector with the use of an SP6 mMessage mMachine Kit (Ambion, AM1340). Cas9 mRNA and the two sgRNAs were injected into C57BL/6 fertilized eggs as previously described 24 . The pups were genotyped by polymerase chain reaction (PCR) and subsequent sequence analysis. The primers used were F: 5'-TGGAAGGATTTGGCAGAAAG and MT_R: 5'-CAACCTCAGAAAGGCTGGAC. Respiratory cilia from control and PCD individual (OP-119 II1) carrying DNAH5 LOF-mutations were double labeled with antibodies directed against acetylated Tubulin and TTC25. Respiratory cilia from control and PCD individuals with ODA-DC defects carrying LOF-mutations in CCDC114 (OP-602 II1), CCDC151 (OP-1255) and ARMC4 (OP-38 II1) respectively were double labeled with antibodies directed against acetylated tubulin and TTC25. Yellow color represents co-localization of TTC25 and acetylated tubulin. Nuclei (blue) were stained with Hoechst33342. Scale bars represent 10µm. 
